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DETAILED ACTION 

1 . The Examiner in charge of your application in the USPTO has changed. To aid 
in correlating any papers for this application, all further correspondence regarding this 
application should be directed to the undersigned. 

2. A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1 .17(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1 .17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on 19 May 
2008 has been entered. 

3. Claims 1-2, 6-1 1 and 15 are cancelled. 

4. Claims 3-5, 14 and 16-17 have been amended. 

5. Claims 3-5, 12-14 and 16-17 are pending and under consideration to the extent 
of applicant elected inventions, the molecular markers are at least her2/neu and p53 
(e.g., reply filed 4/5/05). 

6. This Office Action contains New Grounds of Rejections. 
Rejections Withdrawn 

7. All rejections in the previous Office Action mailed 9/7/07 are withdrawn in view of 
the amendments to the claims. 

New Grounds of Objections/Rejections 

8. The disclosure is objected to because it contains embedded hyperlinks and/or 
other form of browser-executable code. For example, see page 5, line 21 . Applicants' 
cooperation is requested in reviewing the entire disclosure for additional embedded 
hyperlinks and/or other form of browser-executable code that require correction. See 
MPEP§ 608.01. 
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Claim Rejections - 35 USC 103 

9. The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 1 03(a). 

10. Claims 3-5, 12-14 and 16-17 are rejected under 35 U.S.C. § 103(a) as being 
unpatentable over McGlynn et al (US Patent 6,005, 256, filed 2/12/1998, IDS reference 
U2 filed 6/24/02) in view of Hoon et al (U.S. Patent 6,057,105, 12/9/1997) and Pillai et al 
(Cancer Epidemiology, Biomarkers and Prevention, 1996, 5:329-335, IDS reference R5 
filed 12/19/03) and Kihana et al (Cancer, 73:148-153, cited on PTO-892 mailed 
6/23/05). 

McGlynn et al teach a method and apparatus (e.g., CPU; "diagnostic expert 
system") for detecting tumor cells in a tissue sample comprising contacting the tissue 



Application/Control Number: 10/022,618 
Art Unit: 1643 



Page 4 



sample multiple fluorescent molecular markers (e.g., multiple fluorescently-labelled 
antibodies), illuminating the sample with one or more excitation wavelengths, 
simultaneously detecting the emission wavelengths/signals and determining that at least 
one of the detected signal amplitudes exceed a predetermined threshold level, thereby 
indicating the presence of tumor cells in the sample (see entire document, particularly 
cols. 2-6, 10-14 and Figs 4-5 and 12). McGlynn et al do not specifically teach the 
method for detecting tumor cells in a uterine cervical smear and wherein at least two of 
the molecular markers are her2/neu and p53. These deficiencies are made up for in the 
teachings of Hoon et al and Pillai et al and Kihana et al. 

Hoon et al teach that detection of individual tumor markers cannot individually 
detect cancer in a highly specific and sensitive manner due to the high phenotypic 
diversity found in tumor cells at any one time and during disease progression and 
detection of multiple markers and marker combinations provide increased sensitivity 
and specificity for tumor detection and diagnosis (see entire document). 

Pillai et al teach a method for detecting tumor cells and their precursors in 
cervical smears comprising assaying for the presence or absence of p53, HPV-16/-18 
E6 and bcl-2 using immunofluorescence microscopy and Pillai et al teach that there is 
an inverse association between the presence of p53 and invasive cervical disease and 
the pattern of the presence of high-risk HPV-E6, p53 and bcl-2 proteins may be useful 
for identifying women at increased risk for the development of invasive cervical cancer, 
wherein increased amounts of E6 and bcl-2 are associated with high-grade cervical 
cancer (see entire document, particularly pp. 329, 333-334). 

Kihana et al teach the immunoassay of formalin-fixed paraffin-embedded tissue 
sections of cervical adenocarcinoma for c-erbB-2 protein (her2/neu) which was detected 
in 77% (34 of 44 cases) of the tumor tissues assayed (see abstract and p. 149, col 1) 
but only in 13% (1 of 8) of the non-tumor samples tested. 

It would have been prima facie obvious to one of ordinary skill in the art at the 
time the claimed invention was made to have produced a more sensitive and specific 
method for detecting tumor cells in a cervical smear comprising contacting the cervical 
smear multiple fluorescent molecular markers (e.g., multiple fluorescently-labelled 
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antibodies) that bind to at least her2/neu and p53, illuminating the sample with one or 
more excitation wavelengths, simultaneously detecting the emission 
wavelengths/signals and determining that the detected signal amplitude(s) exceed a 
predetermined threshold level, thereby detecting the presence of cancer cells in the 
cervical smear. 

One of ordinary skill in the art would have been motivated to and had a 
reasonable expectation of success to have produced a more sensitive and specific 
method for detecting tumor cells in a cervical smear comprising contacting the cervical 
smear multiple fluorescent molecular markers (e.g., multiple fluorescently-labelled 
antibodies) that bind to at least her2/neu and p53, illuminating the sample with one or 
more excitation wavelengths, simultaneously detecting the emission 
wavelengths/signals and determining that the detected signal amplitude(s) exceed a 
predetermined threshold level, thereby detecting the presence of cancer cells in the 
cervical smear in view of McGlynn et al and Hoon et al and Pillai et al and Kihana et al 
because McGlynn et al teach a method and apparatus for detecting tumor cells in a 
tissue sample comprising contacting the tissue sample multiple fluorescent molecular 
markers (e.g., multiple fluorescently-labelled antibodies), illuminating the sample with 
one or more excitation wavelengths, simultaneously detecting the emission 
wavelengths/signals and determining that at least one of the detected signal 
amplitude(s) exceed a predetermined threshold level, thereby indicating the presence of 
tumor cells in the sample and Hoon et al teach that detection of individual tumor 
markers cannot individually detect cancer in a highly specific and sensitive manner due 
to the high phenotypic diversity found in tumor cells at any one time and during disease 
progression and detection of multiple markers and marker combinations provide 
increased sensitivity and specificity for tumor detection and diagnosis and Pillai et al 
teach a method for detecting tumor cells and their precursors in cervical smears 
comprising assaying for the presence or absence of p53, HPV-16/-18 E6 and bcl-2 
using immunofluorescence microscopy and Pillai et al teach that there is an inverse 
association between the presence of p53 and invasive cervical disease and the pattern 
of the presence of high-risk HPV-E6, p53 and bcl-2 proteins may be useful for 
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identifying women at increased risk for the development of invasive cervical cancer, 
wherein increased amounts of E6 and bcl-2 are associated with high-grade cervical 
cancer and Kihana et al teach the immunoassay of formalin-fixed paraffin-embedded 
tissue sections of cervical adenocarcinoma for c-erbB-2 protein which was detected in 
77% (34 of 44 cases) of the tumor tissues assayed (see abstract and p. 149, col 1 ) but 
only in 13% (1 of 8) of the non-tumor samples tested. Therefore, one of ordinary skill in 
the art at the time the invention was made would have been motivated to detect the 
expression of at least her2/neu and p53 (e.g., her2/neu, p53, E6 and/or bcl-2) since 
individual tumor markers cannot individually detect cancer in a highly specific and 
sensitive manner due to the high phenotypic diversity found in tumor cells at any one 
time and during disease progression and detection of multiple markers and marker 
combinations provide increased sensitivity and specificity. Thus, it would have been 
prima facie obvious to one skilled in the art to have produced a more sensitive and 
specific method for detecting tumor cells in a cervical smear comprising contacting the 
cervical smear multiple fluorescent molecular markers (e.g., multiple fluorescently- 
labelled antibodies) that bind to at least her2/neu and p53, illuminating the sample with 
one or more excitation wavelengths, simultaneously detecting the emission 
wavelengths/signals and determining that the detected signal amplitude(s) exceed a 
predetermined threshold level, thereby detecting the presence of cancer cells in the 
cervical smear in view of McGlynn et al and Hoon et al and Pillai et al and Kihana et al. 

Therefore, the invention as a whole was prima facie obvious to one of ordinary 
skill in the art at the time the invention was made, as evidenced by the references. 

11. No claim is allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to David J. Blanchard whose telephone number is (571) 
272-0827. The examiner can normally be reached at Monday through Friday from 8:00 
AM to 6:00 PM, with alternate Fridays off. If attempts to reach the examiner by 
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telephone are unsuccessful, the examiner's supervisor, Larry Helms, can be reached at 
(571)272-0832. 

The official fax number for the organization where this application or proceeding is 
assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the patent 
Application Information Retrieval (PAIR) system. Status information for published 
applications may be obtained from either Private PAIR or Public PAIR. Status 
information for unpublished applications is available through Private PAIR only. For 
more information about the PAIR system, see http://pair-direct.uspto.gov . Should you 
have questions on access to the Private PAIR system, contact the Electronic Business 
Center (EBC) at 866-21 7-91 97 (toll-free). 



/David J. Blanchard/ 
Primary Examiner, A.U. 1643 



